A 



Human 
Murine 



MSAGDAVCTGWLVKSPPERKLQRYAWRKRWFVLRRGRMSGNPDVLEYYRNKHSSKPIRVI 60 
MSTGDTVCMGWLIKSPPERKLQRYAWRKRWFVLRRGRMSGNPDVLEYYRNKHSNKPIRVI 60 



******** ******************************************** ****** 



Human 
Murine 



DLSECAWKHVGPSFVRKEFQNNFVFIVKTTSRTFYLVAKTEQEMQVWVHSISQVCNLGH 120 

DLSECTWKimGPGFIRKEFQKNFVFIVKTTSRTFYLVAKTEEEMQVWHSISQVCNF SH 120 
********** ** ***** ************************************** . * 



Human LEDGADSMESLSYTPSSLQPSSASSLLTAHAASSSLPRDDPNTNAVATEETRSESELLFL 180 
Murine LEDGADSMESLSHMPSSFQPSPASSLHTVHVANSALLKDDGNTNSWTEETRRESEFLFL 180 

************* ******* **** * * * *.* .*★ ★**.* ***** ***.*** 

• * * * • • • • • * » 

Human PDYLVLSNCETGRLHHTSLPTRCDSWSNSDRSLEQASFDDVFVDCLQPLPSSHLVHPSCH 240 

Murine. PDYLILSNCETGRLHHASLPTRCDSWSNSNHSLAQTSFDDVFLDGLQPFISNNLVHPLHH 240 
****.***********.************..** *.****■*■*.* ***. * .**** * 



HMian 
Marine 



HI 

Hgpan 
Mirme 



ffppian 
Marine 



GSGAQEVPSSRPQAALIWSREINGPPRDHLSSSPLLESSLSSTIQVDKNQGSLPCGAKEL 300 

GKVSQDFPSIRPQASLIWNREINGPSRNLMSSSPLLESSLNPTVHVEEKQVSLPSGVKEL 300 

* • ★* ** ******** ****** *. *********** ******** *★* ★ *** 
••*■ • • •>•*••> • » 



DIMSNIPPPRPPKPpHLSERRQEE — WSTHSGSKKPECTLVPRRISLSGLDNMRTWPvADV 358 

NIMSNI |PPPRPPKP| SYLSEQRQDQPLLTGHSSNKKPGYTMVPRRISLSGLDHVGSWKGDV 360 

. ** *** *.****★**★***.. .** ** 

p85? 



**** ****************.. 

* ■ * * 



EGQSLRHRDKRLSLNLPCRFSPMYPTASASIEDSYVpMSEQAGASGLGPHCSPDDYIPMN 418 

OSQSLRHRDKRLSLNLPCKFS IPIYPj T^^ 420 
« **************** . *** . ***** * ********** ** * **** ****** 



p85? 



fihSman 
Murine 



Human 
Murine 



Human 
Murine 



SGSISSPLPELPANLEPPPVNRDLKPQRKSRPPPLDLRNLSIIREHASLTRTRTVPCSRT 478 

S SMLjPELEkDLEPPPVNRNLKPbRKSRPPPLDSRNLSTIQEHTSLTRTYTVPCNRT 47 6 

* 



★ ***************************** ***★ ********** **** ** 
* • » • • 

p85? 



SFLSPERNGINSARFFAN?ySP^I)EE'S-^---------YiEMEEHRTAS SLS SGALTWTK 527 

SFLSPQRNGINCARLFSTPSEEEEEEEEEEEEEEEEEKYIQMEEYGTVSSLSRSALSWTK 536 



*********** ***** * *.** 

• • *•• * * * • 



******* * **** ****** 
• * » # • 



SHP2 



SHP2 



KFSLDYLALDFNSASPAPMQQKLLLSEEQRVDYVQVDEQKTQALQSTKQEWTDERQSKV 586 

KFSLDYLALDFNSTSPAPVQKKLLLSEEQRVDYVQVDEQKTQAFRSTKQAWTDERQSKV 595 

************* • **** • * • ********************** • . **** ********* 

• • • • • 
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666 aa 



c 

Gab 3 
Gab2 
Gabl 



MSTG- - D- TVCMGWL IKS P PERKLQRYAWRKRWFVLRRGR 
MS GGGGDDWC TGWLRKS P P EKKL RRYAWKKRWF I LR S GR 
MSGG- - E - WC SGWLRKS P PEKKLKRYAWKRRWFVLRSGR 



37 
40 
37 



* * 



k *k *k k k kkkkk.kk.kk~kk**kkk*kk -k k 



Gab3 MSGNPDVLEYYRNKHSNKPIRVIDLSECTVWKHAGPGFIR 77 

Gab2 MSGDPDVLEYYKNEHSKKPLRIINLNLCEQVD-AGLTFNK 79 

Gabl LTGDPDVLEYYKNDHAKKPIRIIDLNLCQQVD-AGLTFNK 7 6 

. *k*k*kkkkkk*k kv.kk,ir*k.k k k ~k k 



Gab3 KEFQKNFVFIVKTTSRTFYLVAKTEEEMQVWVHS I SQVCN 117 
Gab2 KELQDS FVFDI KT S ERTF YLVAETE ADMNKWVQ S I C Q I CG 119 
Gabl KEFENSYIFDINTIDRIFYLVADSEEDMNKWVRCICDICG 116 



Figure 1 B and C 



